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R 5 , S^R 6 lii-Xl^oT, 7K^m^ XMTi^J^it^ 

7X*j^^cky^mbOo r\ ^R 8 ^fim7;np;^ai-ii^i^ mz. 



I 




6 



WO 02/42270 PCT/JP01/10176 

9 
o 

[ (5 -£PP- 2 -trUSW ^)V/%=E^)V\ - 6' -£-D-;tf^ ht°^y 

*>;u:***>- 1 ->(yzfn\f)i\f^vP>-4-tiJi^v--V 2' - (2- 

7izh7$ K-2-^=!rv-/3-D-^;U3lf^y -4' -^P^E 
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&m-?%o lot, mmmmnmmxizm&m^<\zmmz&-oT5\%&z.2ft& 

mfc-?%±&mm£[sT&, nmm, mante. mm^ -mmmskm^ ct i 

rnrnm, ^mm.m^m. mmmmfe^Mmomm*fommiz3$v&mm, nmm, 
mmnwcDBtiiLwmmiztevzmms mzmnmmmmm, ^mmna.^m, mm 

^Wi&\Zl&tf&&WiWkZ$MW?Ws PTC A (Percutaneous translumina 

I coronary angioplasty) X(£ P T C R (Percutaneous transluminal coronary 

recanalization) ffi&KfclJSSEBS&imife^ WmmnoM^^Mm^ 

mikwmmz&iir&mmtfmfzti&o 

T<DTO14#^n££*lTU<g> mi1¥6 - 2 2 7 9 7 1 §) . 

1) t h;S1^bM;HHimXH^ (human factor Xa)^@H$|giHmStH (in vitro) 

thJfiiai90 Ml icHffilS^li^S^TklO At Inhuman factor Xa 
(Enzyme Research Labs) 50 At I ZMtL. 37 °CT 3 -ftfflsf V+a.^— h L/^: 
1ft. -?#>3 7°CtCj!lP;aU^: 20 mM 0) CaCI 2 £ 100 At I i^P. LTJllIHt (Amelung 

*±:kcio) izTMmir%i£~c<D!&m&mmisfr, nb^mitmntx (ba) o 
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H , flMR*fcU 3.8 %<D sodium citrate ^5 ml Aofcv'J 45 ml £jg 

jftlU 4 °C • 3000 rpm • 15 ft(DMfolZ& U tfStUfcifillft*:?— JPU SUSfii 
^Ufc'feCD^^fflUTto Human factor Xa {i^S^7K(=l > h P-JU) ^» 
Lfc«fc€r<D;g@I$HjWKl 30~40 8!>|C75;^.c!:c)n»:;lJt€:S*RU^:o CT 2 iI(=i V h 



*1 





(CT 2 ) (/iM) 


mmm i 


0. 2 9 5 


H»] 3 


0. 0 6 2 


Htfc0!8 


0. 13 7 


n»y i o 


0.617 


ii^j 1 8 


0. 15 3 



2 ) £ > h P > t: >^@^F^i|iJ^Ml^ (in vitro) 

t hJflLlR 50 ju. I |c3!8J*fcl*£31£JS* 50 At I £*P;L, 37 °CC 3 #|HH 
^- h Ufc^ ^tf) 3 7 °C\zM : A^fc thrombin (Thrombin^ *>fi5fc) 500units ^ 
50 At I ^nUT, gQtf- (Amelung ft : KC10) (=T«H^S*T©«fIB 
^jlJ^UfCo t hJfllSl*ftWX (6 A) OMSIMJcU 3.8 %<D sodium citrate tfi 5 
ml Aofcy'J >i^X'MM 45 ml £JSlfiLU 4 °C • 3000 rpm - 15 5i v <DS'klCcfc U # 
tfUfclJ^ft^-JUU /W^L/fctO^ffflL/fco Thrombin {i^il^i^kCs > 
hP-;U)^*nUfe<t#05^lil^^ 20 J:? J&M«;31RU£:. CT 2 fii 

(zi>hP-;K7)^SI^^ 2 fglc3ffiS-r*«fi)l** ^B#^03>hP-JKC** 

C(DlSm, HtfcflU 0* 1 8<Dft^!)<D CT l fl[f*ffltl'b1 0 0AtMJU±T*feo 
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3) *J»K&££*M|flM&ia! 

96 n-*4*n7is-hizR&mmm <ph 8.4) so mi, it^mmm 15 ^« 

*K S-2222 (Chromogenix) 2 mM 30 At I U k hSttfcjfltiftJBHSXH 

^•(factor Xa Enzyme Research Labs) 0. 025U/ml 25 /il &%a% s 10 ftflQ 37°CT? 
£/S£t»:£:f£, 405 nmOlgftftftfl&BI o-Rad ttt^U 3550 T?3gj£u IC 

4) ^^^-f-tfVU^fflUTtex vivoT*<Da@H#P B UH^ (gPlft^) 

0.5X>^kfe^n-^Cj«» (U) L£X*f (5 mg/ml mg/ml) 
^nV>f^lUT2 ml/kg3fiSJ|lPlg#Kio m g/kg fcaufcti mg / kg ) v K 2v 
4* 6, lW|ft t *IMMllJ:ys.8*^i>K^Kyf>Al/l0»K:T2 mUfifrU 
3000 rpm 10#©^,k*/LJI(Ccfc U JdLft&ftK U7c 0 ClflDJflljR^fflUTWT a)&tf b) 
(D^r;i (c^l^H^SIHi^lll (PT)StXrtH^@H#« (aptt) (D;B!)^^^^^- o £jg 
tt»«»*frTTfTo*:. &;b\ ftfittt* 3>hn-^ 

a)ttH3fogHI$|ffl(PT) 

*-V 7V-> Hn>7jt^^^>(54mg/viaU ^$S^'Jt^Jv V • i>U 

±IBifil^50Ml^37 o C(CT1^P B 1APSL^ ±ehn>*^*5 1 >**50/il* 
USHI$m<03l«rfT-3)fc. SISMoaijgfcriAiielungttKCIOA^M L£ 0 
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i2 







sastKtt (pt) 


rnmm i 


1 0 mg/kg 


7.69 




1 0 mg/kg 


5.6 0 


H»J1 8 


1 mg/kg 


1.94 


ntimi 9 


1 mg/kg 


2.2 6 




1 0 mg/kg 


2.0 0 



H l"^J 
CI 



r 



(MM) 
(W000/39118(DllW!l44) 

#>£ft£:o ^©»J1, &tf3 (C^^n^-fb^tKi. W000/39118<E>H»Q44 

mm) ttm^x. mc^miz^xmmmmom^m^K. mwttfufa. 
Tmmftm&TK-tciifflmztiito m»iji 8, &#i 9 ic^ns^ 

b)rtS^@B#^(APTT) 

*n^.37°C[CT3^FB^P;aU, S>e>^D^637°C{CTi?'iiJ!inSU7t:20mM(DCaC 1 2 ^;^50 m I 
USHKIBI©iBl5£*?7-3^. ;^iaB^rBl(D}l«^IC[iAmelungi±KC10A^^ffl 
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mmm, tco^comm^m^x, %mu ®m, mm* mm, -^zr^vn, a 
n, mm, &Mm, m\, mm, ^nmrnizmm^n, mnfoiuzimmi as.m, 

g> tmnvo. oi~i oomg-e^y, z\ti& 1 ®&&mzm.mzttitx&5 

^.m^it^mit^miz^ij^am, -tf^x t kp+v^p tr;nz;i/P-x, t 

mn&^<Dfc.&b<Dmmmmz, mnmizmmzn&nmm, mmm, mmm, 
isnyztm, xij+v;u^j^#^ -m^izm^^n^^m^mRM, mxis 
mmyk, 3L3-)VT)vu-)iitfits 0 z\<Dmmmz^%iikte%mmzmizwm<m, 
mmms^m, mfflm, mmm<D&?teffiBhm, trum mm\, ^mm, mmmtt 

zimm&n^T&o 7m<Dmmm, mmmoimRmtuxiz, mximmmmmm 
7ics^a^7K^#^n^o m^m^<Dmmm, mmm<Dmm.mtuxit, mx 

l£zfn\fU>s?Vi}-JW 7$V3L3-U>t?Vu-)\,, *V-7}&(DJ:?tmW,&, 

z\<D£?mmmz, mizmm<tm, mmm, Mmm, mm, ^mm, ^mt 
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^}«-r^^r;i, m^t^mitmmxum^ (t kp**>7pi^*^hz;up 

-x (hpmc) , tKu tf-;nf □ u k> (pvp) » tKUx^u>^'J =i-;p 

(peg) mo7km^m^=F. ^u/K+v^^x^u-trjup-x ccmeo % 

t FP + v^PlfJI^^U-feJUP-XT^U-h (HPMCP) % >^T^U« 

-15 9 (1 9 8 3)M ri^y^77No. 1 , £^fi<J*iJffl#£j % 
^]£>, V7 ht»"-rx>X?±, 7 8-8 2 (1 9 8 8)), 0^U<(*v 

ffUHS 56-4931 4 -if, FR 2 4 6 0 6 6 7§) . 

##001 

-50 o C"CX^U 1 -^V^Ptf;i/t 0 ^'J^>-4-^JU7K+->^-h 3.55g£# 
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7X;^TT7X0.5mU 2N7jcMib^ hU^A7K^0.5mU 7j0.5mU |7jcii?^->^ 

^-+-tfU^PUK 3.15ml£v^PP/^> 30ml[C;§8?U cniC-70°C-ev 
J^UTJMn+v' K 3.20ml£#fr>^PPy^>;§H£ 6ml£Jjnx., 1 5^*8^1^ 7c: 

-7o°ct (i -^v^Ptf;u-4-if^u^u) y^/-;u 2.93g£#&^ 

0mm 3 

3 - t KP*'> - 2 -- hnsO^My? 7yyF 10.5 g £ N,N-v*3MUt|s 
K 60 ml izmMU, ^OPJU^nS. K 15 mU. U £A 19.0 g £0°C 

T?*n^.^-ci famftufzo jxfomz-t^* hmmutzois. mmTrnffiufr, m 

AT^'Jtb^o M^iETSSl,, 3-/<>yP + ->-2-zhP^ 

>V'7- h 20.7 g£?#7c 0 

^>i»V 3 -^>yP + y- 2 -Z hP^>V7- h 20.7 g [CX^Z-JU 100 
ml JSlU IN Tk^k^h'J^ATK^ 120 ml H&u 60°C"e 3 H#IHL 

80°CT 5 H#F B 1JSr#U7Co / -,U£MffiTS£ UTcO^ *#6tt7c7.kj#;&£x- 

>yP + y-2-zhP^>yV7^ 7^^K15.8 g £f§fc. 
##$J 5 

3 -^>vP^ri>- 2 -- hP^Vy'-f^^ ZvyK5.47 g (C^— JU^ P "J 
F 20 ml &ZtU,H-¥*?-J\,7kJ\,A7S. Fmffi&MX, 80tTC 30 #B«#U;fc. JK/fc 
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m&MKTmmu mztifcmm\zo°cT\fv i» 35ml ^2-7^7-5-^0 
ptfu^> 2.55 g zmtl, ist 1 utz 0 ^.mm : Mj±Tmmu. mztifc 
mmztmjiizM7kmj-t-vvA*mm%i}uz-. ^pp^uA-etetBufco mmm& 

WP + V-N- (5 -5UU- 2 - tf'JvMW) -2-zhP^>X75K 7.44 

6 

3-^>yD + y-N- (5-^PP— 2-bf'J >UU) -2--hP^>X*75 
H 7.44 g lZh l J7J\slrnffiM.40 ml &U^>^3MU^;>-tf> 3 . 72 g 40°C 

N7kM4ki- h U ^A7K^Tttl±iL7t(D-&, 7KJKcig^An^.^'l4<h U, ^pp* 

5Sa6(c^*--yir;KOx^y-;usa}R 200 ml [cfln*.£:. Tk^UHmT 6 vsmm 

S£U »eti7c^(C7K^*n^7Co SJETi&lftU 2-T 

(5-^np-2-lfU^) - 3 - 1 K 4.58 g £ 

2-7S/-N- (5 -^PP- 2 -t? U -3-tKP*^>X'7$F 
3.06 gtN-^PPX+WS K1.80 g^N,N-v^^;U7|s;UA75 K60 mllCjg»L5 

m^ntcmmz 1 N7jc^k^-hg^A7K^^*p^, sixfji/tifflL/fc. *rtt 

^U^^A^PVh^^^-lCcfcUffiii^Co #£>ft£ffiffi§!i#llCX^/-,U£ 
£CfcftI8£aMfcO;l*ET$£«U 2-7£/-5-*PP-N- (5-^ 
PP-2-t°'J - 3 - t KP + ->^>X7$ K767 mglifc. ttS&ftttU 

^Mx5 i ;u--rvyptf;ux— tjis&mx-s {kCfzftWL&ymisft'ik. : mj±t&m 

##00 8 
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2-75/-N- (5-*PP-2-fcf'J^;i/) - 3 - t KP*y^>X'7S K 
5.27 g&^H-iS^JlrTkJU&TS. K60 raljC^U -IStTtffllttUfc. N- 

SeiOI-^P^+W S. HO. 36 g^*D^.v -15\rC2ll$M»&UA:fe 7Xl20mlc!: 

^^^;n20mi^p^, ^-eio^tar+^^o ^cr^t^^^ h^ffluara 

(5-^aP-2-t'U^W — 3 — t HD + y^>X75 H 

5.70 g&mfco 
##$1 9 

3 - 1 ^P + ->- 2 - - hn^>VW y$ Ti/V K 2.00g M-v^^MvJI/ 
A75 H 110ml (CiSIBU 4-^PP7-U> 1.53g, l-X^U-3- [3- (N, 

^>y>U7V'-;l/ 2.21g «riBJ7LMT 4 BIH«#Wt. JKJ£}ft£3SEE»ffi U & 

3pnfttt7k**aiL» ^nPTM^A-cfflfflu*:. w««£5ft&"^**>£ATi£»u 

: MJ±Tmmisfc 0 ne>ftfcM7&&£nn*jl>A : *^/-7Ki oo : i)*»tti* 

^<tlf-£*>'J ^JU^A^P T l>^77-f-lCTiIU 4' -^PP-3-t 
Hn + y- 2-zihP^>X7— U H 2.97g€r»3t. 
##$11 0 

3 - ^VyP+y - 2 -- hP^VV'f 7yyF 7 09 g iz^-^r— P U 
H 30 ml &tKN f N-^^U7|x;UA75 W»«:*P^ 80^T 30 #|BJHM$Ufc. S/S 

ss^sseetsiiu ^en^zsrcorTtf 40 m 1^2-7^7-5-^ 
p^if uv> 4.91 g 1st 1 Bftjtif u£o s/s^MJETii^u. #e>n 

Tfit;^^^tN3 -^VvP + v-N- (5 -Z/P^E- 2 - If U ^U) - 2 - ~ hP 
^>X7S K 11.01 g£*#7to 
###J1 1 

(5 -ynt- 2 - tru - 2 --bn^oxrs. 
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k 10.7 g izh*j7j\,jmmm. 50 mi sas^s* t^-jvoMy 4.88 g &mz.m&. 
zmmisfcik. mi±T&m?z>z.tiz&v. n- (5-^pt-2-t°u^;u) - 

3 -t FP*5>- 2 -~ hU^>XT5. H 7.86g£#fc 0 

mmm 1 2 

N- (5 -^^-2 -If U 5>;W -3-tKP + y-2-zhn^>X75H 
7.71 g^X^y-;U50irilStX^S7K22ml|Cii^Uv cnic:S7E^i 2. 7g^tK^bT > 

^□PTivjUAT^uTto mm& : MJ±Tmmutc&. Mmmmymj-bw^m 
mzMpL? p p *;uA-e*Attj u taffi^7hT}ft}# utc,, w^ii^tosft^^ 
>>OA-cn£Mik. mm^j±Tm^s 2-7$/-n- (5-^p^-2-e u 

-3-tFP*v^>X75R.42g£#£: 0 JS^^M 

mmzik&toPL, &cfz}±j»8i$:m%LUfc.'ik. mj±T$zMTz>z.£iz£v v ±is{b^ 

##$J 1 3 

2-75/-N- (5 -7'P^E- 2 - If U *J)V) - 3 - t KP + ^>X75 K 
1.99 g <h H 990 mg £ N,N-^/f ;|/MA75 K 30 ml IZMM 

U 50°CT? 2 B^^JKif UTcf^ ^tl^MSL,7to MET>§^§5feU7c?^ #6*1 

ET£«U 2-75/-N- (5 -l/P^E- 2 - If US^U) -5-^PP-3- 
t: Kn+->^>X75 K 1.12 g£»;fc. 

H»|J 1 

2-75/-5-7'P : E-N- ( 5 - £ p p - 2 - If! J -3-bKP + v 

^>X7SH5.14 g<M -4V?U\f.)V¥^)i>>-4-Jl)li£*i/Vv5 7'> 



26 



WO 02/42270 PCT/JPOl/10176 

V Y- 2.83 g £ N.N-y/fWl/AJ^ K 75 ml |CjSJS¥U CtllC 1 -JL^Jl- 3 
-^T^Z^/^P t^U^U/f^-f^ K J£&i£ 4.33g 1 -tFP + y^W 
hUTV-^U 3.04g £iina.MT? 46 ErHflM^Lfc. JEJS>££ 1 %MtK 750 ml |C 

aanu Sixf^ 200 mi ^jn^fc. itixfj^iET^si/, $i£frmik& : m 
ixLTk-e^ufeo mt>tifcmfo%*&s-)\' 100 mi <t7X 10 mi tjsa^-ti:, — & 
^^fcjt«*a*uaffiTft«uT, 4' -^p^e-2' -e cs-^p 

p-2-tfu^) *;i/A^^]-6' - 1 kp*->- 1 — (vzfazjutfujit 

>-4 -jtUUTK+t^U K^4.41 g?#7to 

4' -ypt-2' - [ (5 -^pp- 2 - t°u v;u) auu/^-on - 6 ' - 

tHP + y- 1 --fV^P tfjUbf^U v>- 4 -^M^t*"- U F4 8 Omg^ 
i7PP*JUA1 5ml, *^/-JH 5m I 1 , 4 - v^ltV 1 Om I {C^ 
?§U 1, 8-v71ft:v£P [5, 4, 0] - 7 - £ >tHz > 4 3 4 m g 

m^X'2mmmwufto js/^&ici -yp^-i -t^+v-2, 3, 4,6-7^ 

7-0-7tf^-a-D-^7^hlf7/v'Hl. 1 9g^AP^. v MT3B#H 
Jt^UTCo JSJ&jftlC 1 , 8 - If v^>P [5, 4, 0] -7-^>T 2 -lz>8 6 

8mg€JDX., ISlCt3HFIffljfL/m 1 -^Pi- 1 -f^+v' - 2, 3, 
4, 6 -T-h^-O-Tiz^U-a-D-^i^^ h tf^7 f> K 1 . 19 g^An^.7t 0 

2 Ufcfc. »ffiTa«a^^. #WcMtt5 0ml^l^ 

PP/fUUA5 Om I T$clV OUTn - / UTWtti Ufeo i^JETjt 

(7 1 : 2 9) ZmthmUf? &OD S^ 7 A^Q V h£^7 -r -TfHSlU 4- 
^^-2' - [ (5 -t7PP- 2 - t°'J v;U) fy)Vn^)Vl - 6' -J8-D- 

hbf^y e^M-*^ i --rvyp tMUf^u 4 -*ji,i\t*y-=.v k 

h'J7MnltU£3 0 Omg^ifc. 
H»J3 

4' -^P^E-2' - [ (5-^PP-2-e'J^) tlJWK^M -6' - 
t FP + y- 1 -^V^Pt 0 ;Hf^'J^>-4-^;U^++l--iJ BOOrng^ 
^□P7|vj|/A1 OmK /^y-M OmlMl, 4 - v^+ltV 5 m I izMM 
Iss 1, &-i>T-*f\£i'#n [5, 4, 0] -7-^V7 £ -fe>0. 4 5ml^P^., 
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71l^Jl-2-^**i'-a-D-t?J\,u¥ : 7S>>Jl>7nS.F-\ . 1 1 g&MX. 

sst 2 mmmwvft,, %.mmiz 1 , 8 - yjf if □ [ 5 , 4 , 0 ] -1-0 

>T"'iZ>0 . 9 0m I £aq*MSlCT3 0^ffif*U7c?lt 2 -7-fe h7$ F~ 2, 

1.11 g^n^^c 6o o cc2mwum : ME.Tmm\^rc 0 m^ntcmm. 

IC7K5 0 m I ^*P^.^PP7tv;UA5 Om I TSfclV Ot^n -^><? S -Jlr&m^ 
TttffiUTbo ;$J±T^££f§£U #6ft7t£i;§£0. 1 % h U 7;U^P^tK^ 
& : 7-feh-h«J;i/ (7 1 : 2 9) ZfeitimUttZ O D S 2» ^ A£ P? h^^7 
-f-TffiSU 2' - (2-7th7$ K-2-T r 7|-^i>-j8-D-^;L'=]tf^y 
S'Jirtti') -4' - [ (5-^PP-2-lfU : J)V) tlJWt^ 

M - 1 -- rv^P t°;utf^'J ^>-4-^;i//H*t»--U K K'J7^nftB8tt3 

6 4 m g £i#7c 0 
H WJ 5 

3-tHQ + y-N 1 - (4 h*v^>WJU) -N 2 - [4- (4-^3MU 
-U 4 - v7ifA>- 1 ^>W;H -1, 2 -7i-l/>v7$>3 

OOmgt^f^ 1-^Pt-1-fJl- : lry-2, 3, 

ol-D-^)IU If^yyHOPT- h 3 7 7mgt, <^>>^U h U S J^JU^Jl 
7> : E-2A;/P5 K2 2 5mg^^PP7|vJUA6m I (O&SIU 1 N TkM^ h 
U^AtK^I .9ml £flP;*_, 6 0 o C[CT2HfP B 1Mf* s U7to J£/£;£[C^;U 1 - 
yPi-l-mv-2, 3, 4- h'J-O-T-fe^U-a-D-^l/Zltf^y 
y^Pt-h 7 5 4mg€M, 6 0 °C(CT 3 H$lii]}tf#U7bo J£/£;&£^ P P * 

;uA-e«ttiu mm±t&7kr-}%ftufc.o n^ntcm^m^n^m-t hj ^at^ 

^Ufef^ «ET»f!L;fc. ?#e>n^^^PP7N;UA : : IS?DZ> 

^E-ZtK (100:10:1) ^^tB^^-r -5 U ^i^VU^i ^ A^ P7 ht?^ 7 

-t-thmku tf-ju o- [ (4 h+^oy-r ^i/) 7^y] - 2- 
{ [4- u-;*3MU-i, 4 -*>7&\>- 1 --r;u) ^>W;i/l 75/} z> 

2, 3, 4- HJ-O-T-fc^-jS-D-^Wzie^/^F) 
h<DfflfRtSl#j£2 1 Omgifc. m£T*mbftfcW.mmM2 2 0mg%*?S-)U 
5. 5 ml, mmfc2. 7mll:MU ^tt h 'J 2 A 8 5 m g ^ia^LMM'V 2 . 
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5 ftiHft&u&ft, 6 o °c [ex 2 mmmft isfc : ms.tm^ u ^etixt^iss* o . 
1 %hvyj^nmm.7hmm = 7h7tHP77> (7 o : 3 0) zmttimmt-? 

^od stj^a^p^ h^7-r-"r»ttu 3- [ (4 h+v^<vW;u) 

7^/] - 2- { [4- 4 -^TifV\°>- 1 — f Jl/) ^> S J<< 

^PSTOSOfflMSIfcll 5 0mgWc„ #;£T#8ftfcfflfit!i#l3 1 Omg^O. 

i % hvyju^-nmwkmm ^h^t hp77> (75 : 25) «»tb»«<t-r 

§HPLC (Deve I os i I ODS-UG-5) Tfii&U 3- [ (4-^h 
+ >>^>W;U) 7$/] - 2- { [4- (4-j*9MU-1, 4 -vT-tf/\°>- 1 
— <)V) 75/} 7i-JP 0 -D-^;U=lbf^/:x K£p--/;7 T 

i/y K h 'J ^;U?f P S^Jg 1 1 5 m g £*H7t 0 

m»ij6 

4' -^PP-2' - [ (5-^On-2-lf'J^) Jl)W* : E'(JM - 6' - 

t kp+>'- i --r v^p ejnf y>- 4 -73;u7H+-y--u m 5 omg^ 

^7PPt|n;UA1. 6mU W-JH. 6ml Id^L, 1, 8 - vTIf If 
P [5, 4, 0] - 7 - £ Vt-'-Iz > 1 5 2mg^M ( 3 5 ^HflMf L£ 0 

J£/£}£{C*3MU 1-7'a : E-1-f^>-2, 3, 4-h'J-0-7W-a 

- D-t?)lu fcf^/ KC'P^— h 3 9 7 mg£ijn>L, IST1 5 ttBUfftf* Lfco 
•JiffiTaMBUfc. »6>n7c$£jt£^PP7tvjUA : ^^y-;u : t&SPT V^E-T^k 

(1 0 0:2 0:2) ^ffi^<fT^ V U 5 A£ P T 7 7 ^ -T» 

«u {5-^pp-3- [ (5-^pp-2-eu auw/t^-ou] 

-2 - [ (1 — f V^PtfJl/tWJ i»- 4--h)\,-R—)V) 75/] 7i-^ j8- 
D-^\>U=ltf^/:> F> On-)— h<Z>ffl*SSMfe£2 4 Omgifc. d(0fflf»©#|2 
30mg^^;-JM. 6mk 3SS7k2. 3ml|C»lfU KK^MJ £A1 
1 4mg^fl^S-ei RSHfllJ^Ufc. MJ7JWn«T^m lETli L> 
»£*ljfcgS»£ 0 . 1 % h U 7;U*PftK7kJSja : 7-iz h- h IUU ( 7 1 : 2 
9) ^M<kt§ODS*7A^aTh^77>f-T*lliU 5-t7PP-3 

- [ (5-^pp-2-t°u> ? ;u) -2- c (1 v^p tf^tr 

V>- 4 -7j;|/tK-;|/) 75/] 7i-^ /3-D-^\M/=ltf^/>'F£P — y 
^7 7*>yK hU7;WP9aKg8 6mg*»fc. 
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mmm i 

4' -ZfU^-2' - [ (5-^PP-2-bfU vW tUlsA^JW - 6' - 

t KP+y- 1 --rv^n tfjue^y v>- 4 -^;U7t<+-y-- u hi . oo g£, 

^□P7|v^A2 0ml i/^y-J|/2 0ml ICl;il, 1, 8 - v71ft£:>^ P 
[5, 4, 0] - 7-^>Tt>0. 9 1inia^ 1ST 2 B#H8li$U 7c . J5 
*5ftrc^^U 1 -y'Pt- 1 -^+->- 2 , 3, 4- h'J-O-7-tz^U-O!- 

D-^;upbf^y^K^p^— K2. 4 1 g^Anx, mti 6B#r B 1JSif u/c 0 

Jfc)Bt[CRHg}- h'J^AL 0 7 g <h7k 2 0 m I £jq Xs liSlCT 2 3 NrHJflttt U 
aUTiftteU/t. #&n^»xfilC5%fiB7K5 0m I ^mX^UUMAX^K 

0. 1 % HJ7JM-P!1^7k$§j& : 7izh=. MJJU (7 1 : 2 9) 
SODSii7A^P?h^77^-T'||^U 5-^^-3 - [ (5-;7PP- 

2-tfu>ui,) ii)in=E4M -2- [ d -- f v^ntf;ue^u^>-4-*;u 

tH~;U) 75/] 7i-^ £-D-^UPt^/*>K2P-yt7 7->y K hU 
7;M-PBtt&£5 0 2mgWc. 

2 -757 - N - (5 -t7PP- 2 - If U >UU) - 3 - t KP+*>^>X75 H 
lOOmg £ 1 --f V^Pt 0 ;l/t°^U v>-4-^;U/\;U-r J t K 80mg ^rh;UX> 5ml (C 
JB33U p- h;Ux>x;i//tv>^7Kffi#) lOmg ^iU^., m%iz&V 2 

-\>v*^j\,TSi>mik 88m g ^inx., 7o°c-e 15 mmmwufc* jsetss&^s* 

jj^-'M 7 P ? h^7 7 ^ - I: J: U Lfc. ?#<b*l7cN- (5->7PP-2 

-trusw -3-tHP*y-2 - { [ d — rv^pif;u-4-if'\'j 

757} ^>X7$Fi: in ^M^7jc^nx.7c(DSv ateteft-r* C <h IC 

«fcU N- (5 -i7PP- 2 - tf'J - 3- tHP + «>-2 - { [ (1 -4Vy 

PtfJU-4-bf^iJv;U) 757} ^>X75K ttlfttt 102mg £#£o 

MMM9 tftmiZLT. HWJ1 0, IK 1 2&tf1 3 G><t&#l£»£:„ 
H«U 1 4 
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4' + >X7— U K 1.43g 

50ml legal, JUS 7k 5m U il7Eifc 2.80g WJ^-ffcT V^- 1 ^ A 530mg 

u »ET»«ufc. wenTt^ziii — r v^ptr;i/e^u^>-4-*;uA;u 

T-'t K 320mg & HUX> 14ml {CSB«U p- MUxVXJUTfcV^Xftltl 37mg £2)0. 

x., ^rc<fcU7k^^^/j:^e>2 4mrammm^t^o 3*eet»«u£sl *#e>ti 

fcSft&CBftfc 14ml RU^>- h U ;*3\>U75 350mg &m?L, 7 O'CT 1 1 7 

ttthufco w«»£fi^^**>*ATt£«u «ETi«ufc. sie>njfc»ai£ 

^□□7k;UA : J*^/-;U : tafnTVt-TTk (100:10:1) %m&fet%£ 
?-&'>VJl<f)\,ti^A&U-?h#' : 77s(-\ZTmmO, 4' -^PP-3-tFO 
+ 2 - { [ (1 ->f vyPO/-4-lf^'J J*3MU] 757} *>*T 

— 'J K©ffl»SM& 380mg £i#7to d(D*lffiSStl 380mg £0. 0 0 1 N J&S? : ^7 
-;|/ (10:3) «:}SaijS«<h-rSODS*7A^PTh^7-f-TfSt!|^ M 
ISSSfcU 4' -^PP- 3 - t KP + y- 2 - { [ (1 --fV^PtfJU- 4-tf 
^ U vJU) 75^} ^>X7-UH i£^JM£ 162mg*f|;fc 0 

HJfcfliJl 4<hll#|CUT, $IJ»J1 6 £>ftlttl£*ll£o 

nsfefloi 7 

:*z:ju5 mi n, n-^^ut^uat^ K»ss*jnit, 6o°c-e i m$mwisfc 0 ffi 

ETM^gSUfetl, ?#en^M[C0 o C-e2-75/-N- (5-^PP-2- 
fcf«J>UU) - 3 - t KP + '>^>X75 K 465 mg^tftfU v> 20 ml ^P^., ^<£> 

ssisst^sL, aaTii«)ij$Lfc. «ET*;8«£e5&ufcSL g&mm$b.k 

h U 0A*mm&m%.* P PTM/ATtatBUto *«»*J«7kllKT^S/^ 

nisfcik, £Cfcftf8£ara*Ljfc&* «ets£«u2' - c (5-*pp-2-tr 

tUWt^JW -6' - 1 kp + v- i v^pe;nf^'jv>-4 - 

^^/H+it-U K 226 mg ^#£ 0 ^it-^mtJUP J -JU^^UX^fd^ 
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7kmmt ums&n u*r?jt nmr %m%. U7t 0 
nmmi 8 

1 --f V^n lf;Hf^'J y> - 4 - ^Mv+^'J 7^ Tvy M50 mg [Ci£<fb^ 
:t-;U2.6 ml J2lU N, H-i>^^J^AAT S. K 3 jjS^Px., 60 o CT3 0#Hfl|#U 

froTt^ 2 -75/ - 5 -^PP-N- (5-^PP-2-lfUv;U) - 3 - b 
KP + ^>X7$ K 520 mg &tft?Uv> 6 ml £;&P;t, 1ST" 1 5 i^PaW* b7t 0 

: mmry^—T?^ (100:20:2) &mftmt%£tz>zs i Jj3<f)\,ti 
^a^pv b-t/^y j -\z<kvmmo. 4' -^pp-2' - [ (5-^pp-2 

-trysw tjjua^E'OI/I -6' - 1 Kn+i/- 1 --f y^pif^'jy>- 

4-^;U7H+-y--'J K(D*1IS^#I 490mg COMrl^ 310mg£O. 0 0 1 N 

i£l£: *^/-;U (1:1) MIIitSODS7J7A^P?h^77^-T! 
ffttlft* SMSSSJftU 4' -t£7PP-2' - [ (5-^PP-2-tTU^;U) 73 )V 

- 6' - 1 Kn+y- 1 --r v^p tf;ue^u v>-4-73;i//tt^-y-- 

U K tiB&&& 301mg^co 

mmm 1 9 

2-7$/-5-7P ; E-N- (5-^7PP-2-tf'Jv;U) - 3-tKP*y 
^>XT5K2.39 gil --TV^P tf;Hf^U S»-4 -AJUstf+S/y V<? 7>> 
y K 1.32 g £ N,N-v^;U7tvJUA75 K 35 ml ICjSJBU CftlC, 1 -X^;U- 3 
-y^f^75y7°P tfJljlJlsTfiifof $. K %m 2.02g, 1 - t KP + ->^>V> 
U T X J-)V 1. 42g. h U X3MUT £ > 1. 46ml £AP;*:M;£-e 22 MIS^U^o 
ra(C7jc 105 ml i^Mx^JU 105 ml ^JDASST 3 B*IWflSj$Lfc^ 

JU60 ml IdBSBU Mit&m.7mm5 m I £*P;i, 30 fg^iUf Lfc„ ^D^c;* 

l&£2iiiu x^y-;u-e}$to7t^ »ET<6Jftu 4' -^p^e-2' -[ (5- 

7PP-2-tf'Jy» *JU/tt-f;W-6' - t KP=£i>- 1 -- TV7°P t°;utf^ 
U V > - 4 - 73 ;U7|t'++j-x y H «M%«1.35 gifc, 
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mmm 1 9 tmmiz uxmmm 2 a <Dit^^%tc 0 
mmm 2 1 

1 — r v y p tf;u tf ^ y v > - 4 - * ;utK* v 'J^ 7y7 H 374 mg 

*—)\, 3 ml N.N-^j^UtM/AZS Kg&|g£*PX., 80 o C"e 30 ttmMftOfta 

wi±Tmm&m£urc'&. mzntcmmz ot-e2-75y-N- (5-^p^-2 

-bT'JS^U) - 5-^PP-3-tHP + v"^ >X7 5 K 509 mgStXt 0 'Jv> 20 
ml fOSSlSStiSl^ fiat? 1 flfeJJMf U/co iETM^i£L/fc 

A^P7h^77^-|C«ky^iUfc. ien^N- (5-^P : E-2-t 0 'J^ 

;iO - 5-^pp-3-tKP+v-2 - [ d --f v^pt^uhWJ i>>-4- 

^;UtH-JU) 757] ^>X7 5 KlC IN tkm&XSfo*lMtt<DlE>. m&%zM-f2>Z\ 
t\Z&V2' - [ (5 -ZfU=E- 2 - tf'J v^U) ^UkK^E-OU] -4' -$UU- 
6' - t Kn + y- 1 ->f V^P tf;Uhf^U^>-4 jUtK^-U H J«i£ 
602mg &mtc.o 

mmm 2 1 ^ihi^(clt^»j2 2©fb^ifc. 

2 3 

4' -^P^E-2' -[ (5-^PP-2-t°'J ^j;UA^E-r>lU]-6' -tK 

P + v-1 — f V^P^Hf^U v>-4-*JU7i^-y-- 'J K 495 igSrN.N-s;*^- 
;U/K;l/AT5 H15 mKC^L, CtllC h'J^^UT$>-t»-;U7 7- hU^-+it 
-f KSSf*1.39 g<£AP^.50 o CT124H#F H W+ v U7to $ £>(C h U >-1tJU7 7 

-hy**1M Kli^0.70g^jP^.50°C-C2lMJir#U^:^ 7k30 ml^AP^;^T' 

e>nfc®^^ ^y-;U40 m\£ 1 N7K^b^-hU^A7K^2 ml|C»»U £D£ 
%Jft£ati&UI*lVfc& MJET^^S5feUfeo 7k<h^/ 

-12 h— MJ7"U : 7k (5:95-40:60) ^ffiM<ht^ODS7]7A^n7h^77 
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su &otti%m&mhis7kT?m\ ;Ietol> 5 -yp^E- 3 -c (5-^p 

p-2-tMJ>Mi/) (1 -« <v^Pbr;uhf^U 5»-4-a;M« 

~;U) 75y]7i-;i/ A-f HP^> Wi - h202 mg£'#j/c 0 
H»J 2 5 

2-75y-5-7'n : E-N- (5-^PP-2-lf'J^I/) -3-tl«P^> 
^>XT5K0.37 g<hi — fv^ne^e^y^>-4-*;P7H*^Uy^ 7> 
^H0.50 g^N,N-y^fMvM75K 10 ml dtlfC, 1 -X^U- 3 

-v^^U7 5/ypif;u^;U7t<^-r5 K J£Mi& o.3ig, 1 -tKP*^>yh 

UT-y-JU 0.22g, MJX3MU7S> 0.45ml **n^.MT? 18 HFIl^, 6 

0°ClCT4B#^m^U^o J5J56jS€:«ffiT»ffiU &6nfc»^fc:* □ nfcJUA 50 
ml £5%SW7k 50 ml <P P P/tsJUATlift U7cio MEETJ&8E£e3c U & 

e>n7t^^^^y-ju-e;$to>t^ mjeti£J8u 4' -7*p ; e-2' -e (5- 

^PP- 2 - tf'J v;U) 2UUA : E'OI/]-6' - t HP + '>- 1 -*&>*)V-fc— )V 

R f : ##0"J§^ E x : MMffl^^. structure : «Jt^ salt : ^ free : 
jgflitt* DATA : ttttx-^* NMR : ttMyfe**** NU (T M S ftflWP) , 
FAB-MS : Sl^il 

r-j (ipc^-;u^ % rso 2 -j iiso 2 -^fMit. g5~8G>«t 

JUMtS'fc (conformational isomers) (D : MSW)'Vfo&i% 
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Rf 


structure(salt) 


DATA 


1 


)-N^)-CH 2 OH 

(free) 


<5 :i.04(6H, d, J = 6.0 Hz), 1.18 - 1.33(2H, m), 
1.41 - 1.56(111, m), 1.75(2H, d, J = 13.7 Hz), 
2.11(2H, dt, Jd = 9.3 Hz, Jt = 11.6 Hz), 2.63 - 

5.7 Hz) 


2 


)-N^-CHO 

(free) 


NMBXCDCls): 

<5 :i.04(6H, d, J = 6.6 Hz), 1.61 - 1.75(2H, m), 
1.87 - 1.96(2H, m), 2.16 - 2.3l(3H, m), 2.67 - 

0 on/ oTT \ r\ r* a ( 1 TT IT -10 tt \ 

2.87(,3H, m), 9.64(.1H, a, J = 1.3 Hz; j 


3 


[fro o 1 


NMR(DMSO-de): 

6 :5.33(4H, s), 7.31 - 7.45 (lOH,m), 7.6l(lH, dd, 
J = 1.4 Hz, 7.5 Hz), 7.68(1H, t, J = 7.9 Hz), 
7.74QH, dd, J = 1.5 Hz, 8.2 Hz) 


4 


O NO, r^i) 

\ 1 1 t> / 


NMR(DMSO-de): 6 :5.32(2H, s), 7.31 - 7.44 
(5H,m), 7.56(1H, dd, J = 1.4 Hz, 7.5 Hz), 
7.68(1H, t, J = 7.9 Hz), 7.74(lH, dd, J = 1.5 Hz, 
8.2 Hz) 


5 


(free) 


NMR(CDC13): 

<5 :5.23(2H, s), 7.22 - 7.26 (2H,m), 7.31 - 7.39 
(5H,m), 7.46(1H, t, J = 8.3 Hz), 7.69(lH, dd, J = 
2.7 Hz, 9.1 Hz), 8.03(1H, d, J = 2.9 Hz), 8.26(lH, 
a, 0 — 0.0 ±lz), y.UJAlxi, DTSJ ; 


6 


C 'V^| O NH 2 

(free) 


NMR(DMSO-d 6 ): 

<5 :5.93(2H, s), 6.44(lH, t, J = 7.9Hz), 6.82(lH, d, 
J = 7.7 Hz), 7.27(1H, d, J = 7.3 Hz), 7.93(lH, dd, 
J = 2.6 Hz, 9.0 Hz), 8.14QH, d, J = 8.8 Hz), 
8.41(1H, d, J = 2.4 Hz), 9.60(lH, s), 10.46(lH, s) 


7 


CI Y ? 1 0 NH 2 

H 

CI 

(free) 


NMR(DMSO-ds): 

6 :6.04(2H, brs), 6.80(lH, d, J = 2.4 Hz), 
7.36(1H, d, J = 2.0 Hz), 7.93(lH, dd, J = 2.5 Hz, 
8.8 Hz), 8.11(1H, d, J = 9.3 Hz), 8.42(1H, d, J = 
2.5 Hz), 10.16(1H, brs), 10.67(lH, s) 


8 


a y^\ O NH 2 

Br 

(free) 


NMR(DMSO-de): 

6 :6.06(2H, brs), 6.90(lH, d, J = 2.0 Hz), 
7.47(1H, d, J = 1.9 Hz), 7.93(lH, dd, J = 2.4 Hz, 
8.8 Hz), 8.10(1H, d, J = 8.8 Hz), 8.42(lH, d, J = 
2.4 Hz), 10.14(1H, brs), 10.68(lH, brs) 


9 


cl V^ii o no 2 

(free) 


NMR(CDC13): 

6 : 7.08(1H, d, J = 7.1 Hz), 7.26(lH, d, J = 7.5 
Hz), 7.34(2H, d, J = 8.8 Hz), 7.55(2H, d, J = 8.8 
Hz), 7.57 - 7.62(1H, m), 7.79(lH, brs), 10.48(lH, 
brs) 
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3 (ffig) 



10 


(free) 


NMR(CDC13): 

6 :5.24(2H, s), 7.22 - 7.27 (2H, m), 7.30 - 
7.41(5H, m), 7.47(1H, t, J = 8.1 Hz), 7.83(lH, dd, 
J = 2.4 Hz, 8.8 Hz), 8.14 - 8.17(lH, m), 8.22(lH, 
a, J — 8.8 riz;, 8.90vl±i, brs; 


11 


Br ^^» O NO, 

n VA 

(free) 


NMR(DMSO-d 6 ): 

8 :7.25(2H, d, J = 7.9 Hz), 7.50(lH, t, J = 8.0 
Hz), 8.00 - 8.09(2H, m), 8.5l(lH, dd, J = 0.7 Hz, 
2.4 Hz), 11.24(1H, s), 11.37(lH, s) 


1 0 

1 L 


"V^l O NH, 

n Wf 0H 

(free) 


'vn\/rT>/'~n"iv/roi~\ j V 
JNMKUJMaU CW- 

8 :5.94(2H, brs), 6.44(lH, t, J = 8.1 Hz), 6.85(lH, 
dd, J = 1.0 Hz, 7.8 Hz), 7.27(lH, dd, J = 1.0 Hz, 
8.3 Hz), 8.03(1H, dd, J = 2.4 Hz, 8.8 Hz), 
8.09UH, d, J = 8.8 Hz), 8.48(lH, d, J = 2.4 Hz), 
10.38 - 10.52(1H, br) 


1 o 

13 


Br V^l O NH 2 
CI 

(free) 


NMR(.DMSO-d6)- 

8 :6.04(2H, brs), 6.80(lH, d, J = 2.2 Hz), 
7.36(1H, d, J = 2.2 Hz), 8.05(2H, brs), 8.49 (1H, 
d, J = 1.5 Hz), 10.16QH, brs), 10.66(1H, s) 
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Ex 



structure(salt) 



1 



Br I . OH 

<Sr"oH 

HO OH 

(CF,C00H) 



DATA 



V^il O HIsTY^ 




HO OH 

(CF,C00H) 



NMR(DMSO-d 6 ): 

d : 1.01 • 1.06(1.5H, d, J = 5.9 Hz), 1.23(4.5H, d, J = 
6.4 Hz), 1.65 - 1.81(2H, m), 1.82 - 2.14(2H, m), 2.64 
- 2.70(1H, m), 2.87 - 2.98(2H, m), 3.37 - 4.03(l3H, 
m), 4.85(1H, d, J - 7.3 Hz), 7.42(lH, s), 7.50(1H, s), 
7.90 - 7.95(1H, m), 8.09 - 8.13(1H, m), 8.39 - 
8.41(1H, m), 8.84(0.75H, brs), 8.95(0.25H, brs), 
9.46(0.25H, s), 9.50(0.75H, s), 10.78(0.75H, s), 
10.92(0.25H, s) 

FAB-MS(m/z): 659(M+H)+ ■ 



NMR(DMSO-de): 

6 : 1.02(1.5H, d, J = 5.9 Hz), 1.23(4.5H, d, J = 6.4 
Hz), 1.72 • 2.15(4H, m), 2.63 - 2.72(1H, m), 2.84 - 
2.98(2H, m), 3.14 - 3.55(8H, m), 3.72 - 3.76(1H, m), 
4.60 ■ 5.25(5H, m), 7.46(1H, d, J = 2.1 Hz), 7.5l(lH, 
d, J = 1.6 Hz), 7.99(1H, dd, J = 1.3 Hz, 9.2 Hz), 8.06 
- 8.10(1H, m), 8.34 - 8.36(lH, m), 8.75(0.75H, brs), 
8.91(0.25H, brs), 9.24(0.75H, s), 9.27(0.25H, s), 
10.39(0.75H, s), 10.53(0.25H, s) 
FAB-MS(m/z) : 659(M+H)+ 



Cl V^il O HN'S^i 




(CF,C00H) 



HO v ^ 

OH 

(CF3COOH) 



NMR(DMSO-de): 

6 : 1.02 - 1.05(1.2H, m), 1.22(4.8H, d, J = 6.9 Hz), 
1.62 - 2.16(7H, m), 2.68 - 2.79(lH, m), 
2.82 - 3.02(3H, m), 3.13 ■ 3.23(2H, m), 3.38 - 
4.13(9H, m), 4.97 - 4.99(lH, m), 7.37 - 7.39(1H, m), 
7.43 - 7.45(1H, m), 7.90 - 7.94(1H, m), 7.99(lH, d, J 
= 8.3 Hz), 8.08 - 8.15(1H, m), 8.38(0.8H, d, J = 2.9 
Hz), 8.4K0.2H, d, J = 2.9 Hz), 8.71 - 8.82(2H, m), 
10.65(0.8H, s), 10.87(0.2H, s) 

FAB-MS(m/z): 699(M+H)+ 



NMR(DMSO-d 6 +CD 3 OD): 
6 :2.16 - 2.24(2H, m), 2.86(3H, s), 3.15 ■ 3.27(4H, 
m), 3.33 - 3.60(7H, m), 3.69 - 3.76(2H, m), 3.83(3H, 
s), 3.90 - 3.96(1H, m) , 4.95(1H, d, J = 7.4 Hz), 
6.89(2H, d, J = 8.8 Hz), 7.04(2H, d, J = 8.8 Hz), 
7.1K1H, d, J = 8.3 Hz), 7.29 - 7.33(1H, m), 7.52(lH, 
d, J = 8.3 Hz), 7.86(2H, d, J = 8.8 Hz), 7.93(2H, d, J 
= 8.8 Hz) 

FAB-MS(m/z): 637(M+H)+ 




H00C 



OH 
(CFXOOH) 



NMR(DMSO-de): 

<5 =2.13 - 2.22(2H, m), 2.85(3H, d, J = 2.9 Hz), 3.12 - 
3.27(3H, m), 3.33 - 3.73(7H, m), 3.82(3H, s), 3.88 - 
3.97(1H, m) , 4.00(1H, d, J = 9.3 Hz), 5.12(lH, d, J 
= 6.3 Hz), 5.29(3H, br s), 6.88(2H, d, J = 8.8 Hz), 
7.03 - 7.06(3H, m), 7.29 - 7.33(1H, m), 7.48(lH, d, J 
= 7.8 Hz), 7.85(2H, d, J = 9.2 Hz), 7.89(2H, d, J = 
8.8 Hz), 9.48(1H, s), 9.54(lH, brs), 9.88(1H, s), 
12.83(1H, brs) 

FAB-MS(m/z): 65l(M+H) + 
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CI 



'V^ o hn^V^, 

ClJLoH 

hooc^t^oh 

OH 

(CF3COOH) 



CI 



10 



•JLoH 




Br 

HOOCS^ 
OH 



OH 



(CF3COOH) 



Ci 



H 




Br o-S- OH 

<*V^OH 
-0 OH 

(CF3COOH) 



NMR(DMSO-d 6 ): ~ 
<5 : 1.02 - 1.05(l.2H, m), 1.23(4.8H, d, J = 6.9 
Hz), 1.66 - 2.13(4H, m), 2.62 - 3.46(9H, m), 4.02 - 
4.05(1H, m), 5.12(1H, d, J = 6.8 Hz), 5.40(3H, 
brs), 7.31 - 7.33(1H, m), 7.38 - 7.40(1H, m), 7.91 ■ 
7.95(1H, m), 8.08 - 8.13(lH, m), 8.40(0. 75H, d, J 
= 2.5 Hz), 8.41(0.25H, d, J = 2.5 Hz), 8.76 - 
8.92(1H, m), 9.46C0.2H, s), 9.49(0.8H, s), 
10.79(0.8H, s), 10.93(0.2H, s), 12.88(lH, brs) 
FAB-MS(m/z): 627(M+H)+ 



NMR(DMSO-d 6 ): 
(5 : 1.02 - 1.04(1.2H, m), 1.22(4.8H, d, J = 6.4 
Hz), 1.63 - 2.13(4H, m), 2.63 - 2.70(lH, m), 2.86 - 
3.14(2H, m), 3.36 - 3.46(6H, m), 4.01 - 4.05(lH, 
m), 5.12(1H, d, J = 6.9 Hz), 5.18 - 5.54(3H, br), 
7.43 - 7.45(1H, m), 7.47 - 7.5l(lH, m), 7.92 - 
7.95(1H, m), 8.08 - 8.14(lH, m), 8.38 - 8.42(lH, 
m), 8.80 - 9.00(1H, br), 9.44 (0.2H, s), 9.48(0.8H, 
s), 10.79(0.8H, s), 10.93(0.2H, s), 12.85(lH, brs) 
FAB-MS(m/z): 672(M+H) + 



O HN 



(HCl) 



c Xyxo 




OH T 



CI 

(HCl) 



NMR(DMSO-de): 
6 : 1.02 - 1.05Q.8H, m), 1.23(4.2H, d, J = 6.4 
Hz), 1.66 - 2.14(4H, m), 2.62 - 2.74(lH, m), 2.83 - 
3.16(4H, m), 3.28 - 3.33(5H, m), 3.37 - 3.47(3H, 
m), 3.61 - 3.72(2H, m), 4.97 - 4.99(lH, m), 5.30 - 
6.20 (3H, br), 7.42 - 7.44(lH, m), 7.47 - 7.49(lH, 
m), 7.92 - 7.95(1H, m), 8.07 - 8.13(1H, m), 8.38 - 
8.42(1H, m), 8.89(0.3H, brs), 9.07(0.7H, brs), 
9.43(0.3H, s), 9.47(0. 7H, s), 10.76(0.7H, s), 
10.9K0.3H, s) 
FAB-MS(m/z): 673(M+H) + 



NMR(DMSO-d 6 )-' 
d :l.27(6H, d, J = 6.3 Hz), 1.60 - 1.75(2H, m), 

I. 95 - 2.07(3H, m), 2.89(2H, q, J = 11.1 Hz), 
3.18(2H, brs), 3.37(2H, d, J = 12.7 Hz), 3.85 - 
3.95(1H, m), 7.15 - 7.30(2H, m), 7.32(lH, d, J = 
7.3 Hz), 8.00(1H, dd, J = 2.5 Hz, 8.8 Hz), 
8.19(1H, d, J = 8.8 Hz), 8.45(1H, d, J = 2.5 Hz), 
10.23 - 10.40(1H, br), 10.82 - 11.32(lH, br), 

II. 53(1H, brs) 
FAB-MS(m/z): 403 (M+H) + 



NMR(DMSO-de): 
6 :i.23(6H, d, J = 6.9 Hz), 1.45 - 1.58(2H, m), 
1.75 - 1.91(3H, m), 2.83(2H, q, J = 11.1 Hz), 
3.00(2H, d, J = 6.4 Hz), 3.27 - 3.40(3H, m), 
7.08(1H, d, J = 1.9 Hz), 7.20(1H, d, J = 2.4 Hz), 
7.97(1H, dd, J = 2.7 Hz, 8.8 Hz), 8.18(lH, d, J = 
9.3 Hz), 8.43(1H, d, J = 2.4 Hz), 9.94(lH, brs), 
10.60 - 10.95(1H, br), 11.5l(lH, s) 
FAB-MS(m/z): 437 (M+H) + 
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4 <M%) 



11 


(HCl) 


NMR(DMSO-d 6 ): 

5 :i.25(6H, d, J = 6.4 Hz), 1.50 - 1.67(2H, m), 
1.75 - 2.02(3H, m), 2.86(2H, q, J = 11.1 Hz), 
3.06(.2H, brs), 3.30 - 3.45v3H, m), 7.04(JH, brs), 
7.14(1H, brs), 7.29(lH, d,J = 7.8 Hz), 8.08(lH, 
dd, J = 2.5 Hz, 9.3 Hz), 8.16(lH, d, J = 8.8 Hz), 
8.50(1H, d, J = 2.4 Hz), 10.09(lH, brs), 10.20 - 
10.90(1H, br), 11.60(1H, brs) 

FAB-MS(m/z): 449 (M+H) + ; 


12 


B V^l) O HN">^1 

1nA h nA T>oVY 

f 

CI 

(HCl) 


NMR(DMSO-d 6 ): 

6 :i.23(6H, d, J = 6.9 Hz), 1.44 - 1.58(2H, m), 
1.75 - 2.00(3H, m), 2.83(2H, q, J = 11.2 Hz), 
3.0K.2H, d, J = 6.3 Hz), 3.27 - 3.43(,3H, m), 
7.07(1H, brs), 7.20(1H, d, J = 2.4 Hz), 8.08(1H, 
dd, J = 2.4 Hz, 8.8 Hz), 8.13(lH, d, J = 8.8 Hz), 
8.50(1H, d, J = 1.9 Hz), 9.82(lH, brs), 10.77(lH, 
brs), 11.50(1H, s) 
FAB-MS(m/z): 483 (M+H)+ 


13 


(HCl) 


NMR(DMSO-d 6 ): 

<5 :i.26(6H, d, J = 6.8 Hz), 1.57 - 1.68(2H, m), 
1.83 - 1.95(3H, m), 2.30(3H, s), 2.77 - 2.89(2H, 
m), 3.05(,2H, d, J = 6.3 Hz), 3.28 - 3.40U>H, m), 
6.91(1H, t, J = 7.8 Hz), 7.07(1H, dd J= 1.4 Hz, 
7.8 Hz), 7.31(1H, dd, J = 1.4 Hz, 7.8 Hz), 
7.74(1H, dd, J = 2.0 Hz, 8.3 Hz), 8.03(lH, d, J = 
8.3 Hz), 8.21(1H, d, J = 2.0 Hz), 10.08(lH, brs) 
FAB-MS(m/z): 383 (M+H) + 


14 


n it v./ i i i 

(HCl) 


NMR(DMSO-de): 

<5 :i.22 - 1.26(6H, m), 1.49 - 1.6l(2H, m), 1.74 - 
1.92(.3H, m), 2.78 - 2.87(2H, m), 3.10(.2H, d, J = 
6.9 Hz), 3.25 - 3.35(3H, m), 6.75 - 6.79(lH, m), 
6.95 - 6.97(1H, m), 7.07 - 7.09(1H, m), 7.35 - 
7.39(2H, m), 7.72 - 7.75(2H, m), 9.65(lH, brs), 
10.33(1H, s) 

FAB-MS(m/z): 402 (M+H) + 


15 


(HCl) 


NMR(DMSO-d 6 ): 

6 :i.23(6H, d, J = 6.4 Hz), 1.47 - 1.62(2H, m), 

I. 80 - 1.94(3H, m), 2.3l(3H, s), 2.84(2H, q, J = 

1 -< r-» XT \ O "1 A f C\~~\ — T IT A f\ TT \ C\ C\ n C\ A C\ { OTT 

II. 2 Hz), 3.14(.2H, d, J = 4.9 Hz), 3.27 - 3.42(.3H, 
m), 6.93(1H, d, J = 7.3 Hz), 7.00 - 7.18(3H, m), 
7.23(1H, t, J = 7.8 Hz), 7.50(lH, d, J = 8.3 Hz), 
7.56UH, s), 9.72 - 9.90(lH, br), 10.33 - 10.48(lH, 
br) 

FAB-MS(m/z): 382 (M+H) + 


1 0 


H U^JOH 1 

(HCl) 


MivrT? (TYM <3 O - rl =) • 

INlVlXvvJJlViOvJ Q.6/- 

6 :1.18 - 1.26(6H, m), 1.42 - 1.63(2H, m), 1.68 - 
2.04(3H, m), 2.77 - 2.93(2H, m), 3.00 - 3.70(5H, 
m), 3.75(3H, m), 6.84 - 7.24(5H, m), 7.62(2H, d. J 
= 8.8 Hz), 9.67(1H ; brs), 10.33(lH, brs) 
FAB-MS(m/z): 398 (M+H) + 
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4 (M%) 



17 


o 

(HCl) 


NMR(DMSO-d 6 ): 

<5 :i.06(l.5H, d, J = 6.4 Hz), 1.24(4.5H, d, J = 6.3 
Hz), 1.75 - 2.10(4H, m), 2.63 - 3.45(6H, m), 7.01 - 
7.09(2H, m), 7.12 - 7.20(lH, m), 7.90 - 7.96(1H, 
m), 8.13(0.25H, d, J = 8.3 Hz), 8.15(0.75H, d, J = 
8.8 Hz), 8.37MJ.75H, d, J = 3.0 Hz), 8.39(.0.25H, 
d, J = 2.5 Hz), 9.20 - 9.30(0. 75H, br), 9.4l(0.75H, 
s), 9.46(0.25H, s), 9.74 - 9.80(0.25H, br), 
9.84(0.75H, s), 9.85(0.25H, s), 10.39(0.75H, s), 
10.59(0.25H, s) 
FAB-MS(m/z): 417 (M+H) + 


18 


H li^J v -" n 1 
CI 

(HCl) 


NMR(DMSO-de): 

<5 :i.05(l.8H, d, J = 6.8 Hz), 1.25(4.2H, d, J = 6.3 
Hz), 1.81 - 2.18(4H, m), 2.63 - 3.26(4H, m), 3.34 - 

f\ A A f r«TT \ t~t r~\ m- mm /-h / -* T ~5T \ mm ~* r— mm ~t mm / -« ■■■ '■' 

3.44(2H, m), 7.05 - 7.06(1H, m), 7.15 - 7.17UH, 
m), 7.91 - 7.96(1H, m), 8.09 - 8.13(lH, m), 8.37 - 
8.41(1H, m), 9.47(0.7H, s), 9.56(0.3H, s), 10.45 - 
10.68(1.7H, m), 10.4l(0.3H, brs), 10.6l(0.7H, s), 
10.81(0.3H, s) 
FAB-MS(m/z): 451 (M+H) + 


19 


CI T1 i^<XX^ 

Br 

(HCl) 


NMR(DMSO-d 6 ): 

6 :i.04(l.8H, d, J = 6.8 Hz), 1.24(4.2H, d, J = 6.3 

TT \ ~t n a o -i o/ ATT \ o r*r\ o a r//»TT \ n i r 

Hz;, 1.74 - 2.12(4H, m), 2.60 - 3.45(6H, m), 7.15 - 
7.19(1H, m), 7.23 - 7.27(lH, m), 7.89 - 7.97(lH, 
m), 8.07 - 8.14(1H, m), 8.35 - 8.4l(lH, m), 9.39 - 
9.55(1.7H, m), 9.98 - 10.10(0.3H, br), 10.44 - 
10.50(1H, m), 10.62(0.7H, s), 10.8l(0.3H, s) 
FAB-MS(m/z): 497 (M+H) + 


20 


o 

N HVtOrtY 
H l"^ vjri 1 

(HCl) 


NMR(DMSO-de): 

6 :i.06(l.5H, d, J = 6.4 Hz), 1.24(4.5H, d, J = 6.3 
Hz), 1.75 - 2.08(4H, m), 2.65 - 3.42(6H, m), 7.01 - 
7.08(2H, m), 7.12 - 7.19(1H, m), 8.01 - 8.13(2H, 
m), 8.44(0.75H, d, J = 2.5 Hz), 8.46(0.25H, d, J = 
2.4 Hz), 9.25(0.75H, brs), 9.4l(0.75H, s), 
9.46(0.25H, s), 9.77(0.25H, brs), 9.84(0.75H, s), 
9.86(0.25H, s), 10.39(0. 75H, s), 10.58(0.25H, s) 
FAB-MS(m/z): 461 (M+H) + 


21 


Br Tl 

CI 

(HCl) 


NMR(DMSO-de): 

6 :i.03(l.2H, d, J = 6.8 Hz), 1.23(4.8H, d, J = 6.3 
t±z), l.bo z.lUv.4±l, m), z.bU d.oUvbxl, m), /.Uo ■ 
7.09(2H, m), 8.01 - 8.10(2H, m), 8.44 - 8.48(lH, 
m), 8.98(0.8H, brs), 9.30 - 9.52(l.2H, m), 
10.38(0.8H, s), 10.40(0.2H, s), 10.62(0.8H, s), 
10.81(0.2H, s) 
FAB-MS(m/z): 497 (M+H) + 
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22 


CI 

(HCl) 


NMR(DMSO-d 6 ): 

d :i.04(l.5H, d, J = 6.3 Hz), 1.26(4.5H, d, J= 6.9 
Hz), 1.83 - 2.22(4H, m), 2.33(0.8H, s), 2.35(2.2H 
s), 2.64 - 3.23(4H, m), 3.32 - 3.40(2H, m), 7.11 - ' 
7.13C1H, m), 7.22 - 7.25(lH, m), 7.85 - 7.91(1H, 
m), 7.95 - 8.08(1H, m), 8.25 - 8.29(lH, m), 
9.65(0. 75H, s), 9.70(0.25H, s), 10.12(0.75H, brs) 
10.58(0.25H, brs), 10.79(lH, brs), 11.36(0.25H ' 
s), 11.49(0.75H, s) ' j 
FAB-MS(m/z): 431 (M+H) + 


23 


T S=0 
Br O OH 

(free) 


NMR(DMSO-d 6 ): 

8 :i.08(l.2H, d, J = 6.8 Hz), 1.22(4.8H, d, J = 6 8 
Hz), 1.65 - 2.21(4H, m), 2.55 - 3.50(6H, m), 7.45 - 
7.50(1H, m), 7.62 - 7.70(lH, m), 7.89- 7.95(lH 
m), 8.05 - 8.14(1H, m), 8.36 - 8.42(lH, m), 8.63'- 
8.79(1H, br), 9.51(0.8H, s), 9.67(0.2H, s) 
10.78(0.8H, s), 10.92(0.2H, s) 
FAB-MS(m/z): 575 (M-H)" 


24 


Br 

(HCl) 


NMR(DMSO-de): 

<S :i.46 - 1.57(2H, m), 1.82 - 1.90(2H, m), 2.81 - 
2.90(1H, m), 3.20 - 3.28(2H, m), 4.08 - 4.14(2H 
m), 7.13 - 7.16(3H, m), 7.27(lH, d, J= 1.5 Hz),' 
7.88(1H, dd, J = 1.5 Hz, 8.8 Hz), 8.09(lH, d, J = 

9.3 Hz), 8.21(2H, d, J = 7.3 Hz), 8.33(lH, d, J = 

2.4 Hz), 9.42(1H, s), 10.50(lH, s), 10.56(lH, s), 
13.49(1H, s) 

FAB-MS(m/z): 532 (M+H) + 


25 


H ^ OH OO 
i 

Br 

(free) 


NMR(DMSO-d 6 ): 

8 =1.44 - 1.55(2H, m), 1.75 - 1.8l(2H, m), 2.48 - 
2.54(1H, m), 2.66 - 2.74(2H, m), 2.82(3H, s), 3.45 

a.oxKZU., m), 7.16 7.19(2H, m), 7.93(lH, dd, J 
= 3.0 Hz, 8.8 Hz), 8.12(1H, d, J = 8.8 Hz) 
8.38(1H, d, J = 2.4 Hz), 9.32(lH, brs), 10.28(lH 
brs), 10.57(1H, s) 
FAB-MS(m/z): 451 (M+H)+ 



41 



WO 02/42270 PCT/JP01/10176 







No. 




X 1 


X 2 


R 4 


1 


ci-O— 


.\ttt r\( /~\\ 


/ /~\\ TVTTT 


-CH(CH3)2 


2 


TVTTT /~\\ 




-CH(CH3)2 


3 


-U(=0;-NH- 


-C(=0)-NH- 


-CH(CH3)2 


4 


C\( /-x\ XTTT 


XTTT f\/ e~\\ 


-CH(CH3)2 


5 


j~i / /"\\ ~K TTT 


-NH-CH2- 


■CH(CH3)2 


6 


r\\ MTT 

■Gv=OrNH" 


-CH2-NH- 


-CH(CH3)2 


7 


XTTT /~\ \ 


XTTT /~1 / /^\\ 


/ y-JfT \ /NTT 

-(CEkbCBk 


8 


"NH-CfO)" 


•NH-CH2- 




9 


XTTT /~\\ 


XTTT /"I / /~\\ 

-NH-C(-O)- 


-CH2CH3 


10 




XTTT ATT 

-NH-CH2" 


-CH2CH3 


11 


_XTTT /~\\ 


XTTT t~\f r~\\ 


"CH3 


12 


-v txt (~~\( r\\ 


■NH-CH2- 


"CH3 


13 


Br- {~^5> — 


XTTT r\( /^\\ 

-JNIJbi-CA— kj)- 


XTTT r~\ / /"~\\ 

-NH-C(=0)" 


-CH3 


14 


"C(=Oj"NH" 


-NH-C(=0)- 


-CH(CH 3 )2 


15 




XTTT /TTT 
-NH-CH2" 


-CH(CH3)2 


16 




TVTTT /~i f /~v\ 

-NH-C(=0;- 


-NH-C(=0> 


-CH(CH 3 )2 


17 


TVTTT r~\ / /~\\ 


-NH-CH2- 


-CH(CH 3 )2 


18 


-C(=0)-NH- 


-NH-C(=0)- 


■CH(CH 3 )2 


19 


f~~\ ( r\\ TVTTT 


-NH-CH2- 


-CH(CH 3 )2 


20 




tvttt r*\f 


-NH-C(=0)- . 


-CH(CH 3 )2 


21 


TVTTT /""S / /"X\ 

^ -NH-C(.=0;- 


-NH-CH2- 


-(CH 3 )2 


22 


MeO-{ = ^ 
^— N 


-NH-C(=0)- 


-NH-0(=O)- 


-CH(CH 3 ) 2 


23 


-NH-C(=0)- 


-NH-CH2- 


-CH(CH 3 )2 


24 




-NH-C(=0)- 


-NH-C(=0)- 


-CH(CH 3 ) 2 


25 


-NH-C(=0)- 


-NH-CH2- 


-CH(CH 3 ) 2 


26 




-NH-C(=0)- 


-NH-C(=0)- 


-CH(CH 3 )2 ! 


27 


-NH-C(=0)- 


-NH-CH2- 


-CH(CH 3 ) 2 


28 


-C(=0)-NH- 


-NH-C(=0)- 


-CH(CH 3 ) 2 


29 


-G(=0)-NH- 


-NH-CH2- 


-CH(CH 3 )2 
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SI 5 (ffig) 



30 




-NH-C(=0)- 


-NH-CHs- 


-CH2CH3 


31 


-C(=0)-NH- 


-NH-CH2- 


-CH(CH 3 ) 2 


32 




-NH-C(=0)- 


-NH-CH2- 


-CH(CH 3 ) 2 


33 


-C(=0)-NH- 


-NH-CH2- 


-CH(CH 3 ) 2 


34 


MeO-<^~~^ — 


-C(=0)-NH- 


-NH-CH2- 


-CH2CH3 


35 


-C(=0)-NH- 


-NH-CH2- 


-CH(CH 3 )2 


36 


p- 

Me 


-NH-C(=0)- 


-NH-CH2- 


-CH 2 CH 3 


37 


-C(=0)-NH- 


-NH-CH2- 


■CH(CH 3 ) 2 


38 


fh 2 c-ohQ- 


-NH-C(=0)- 


-NH-CH2- 


-CH(CH 3 ) 2 


39 


-C(=0)-NH- 


-NH-CH2- 


-CH(CH 3 ) 2 


40 


F 2 HC-O^Q^ 


-NH-C(=0)- 


-NH-CH2- 


-CH(CH 3 ) 2 


41 


-C(=0)-NH- 


-NH-CH2- 


-CH(CH 3 ) 2 


42 


F 


-NH-C(=0)- 


-NH-CH2- 


-CH(CH 3 ) 2 


43 


-C(=0)-NH- 


-NH-CH2- 


-CH(CH 3 ) 2 


44 


N-N 


-NH-C(=0)- 


-NH-C(=0)- 


■CH(CH 3 ) 2 


45 


-NH-C(=0)- 


-NH-CH2- 


-CH(CH 3 ) 2 


46 


-C(=0)-NH- 


-NH-C(=0)- 


-CH(CH 3 ) 2 


47 


-C(=0)-NH- 


-NH-CH 2 - 


-CH(CH 3 ) 2 


48 


/=N 


-NH-C(=0)- 


-NH-C(=0)- 


-CH(CH 3 ) 2 


49 


-NH-C(=0)- 


-NH-CH2- 


-CH(CH 3 ) 2 


50 


-C(=0)-NH- 


-NH-C(=0)- 


-CH(CH 3 ) 2 


51 


■C(=0)-NH- 


-NH-CH2- 


-CH(CH 3 ) 2 


52 


c\-< y- 


-NH-C(=0)- 


-NH-C(=0)- 


-CH(CH 3 ) 2 


53 


-NH-C(=0)- 


-NH-CH2- 


-CH(CH 3 ) 2 


54 


-C(=0)-NH- 


-NH-C(=0)- 


-CH(CH 3 ) 2 ! 


55 


-G(=0)-NH- 


-NH-CH2- 


■CH(CH 3 ) 2 


56 




-NH-C(=0)- 


-NH-C(=0)- 


-CH(CH 3 ) 2 


57 


-NH-C(=0)- 


-NH-CH2- 


-CH(CHs) 2 


58 


-C(=0)-NH- 


-NH-C(=0)- 


-CH(CH 3 ) 2 


59 


-C(=0)-NH- 


-NH-CH2- 


-CH(CHs)2 
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6 





xJ^OH 
CI 


No. 




A. 


X 


R 


60 


ci-O - 


-NH-G(=0)- 


-C(=0)-NH- 


-CH(CH 3 ) 2 


61 


-NH-C(=0)- 


■CH 2 -NH- 


-CH(CH 3 )2 


62 


-C(=0)-NH- 


-C(=0)-NH- 


-CH(CH 3 ) 2 


63 


-C(=0)-NH- 


-NH-C(=0)- 


-CH(CH 3 ) 2 


64 


-C(=0)-NH- 


-NH-CH2- 


■CH(CH 3 )2 


65 


-C(=0)-NH- 


-CH2-NH- 


-CH(CH 3 ) 2 


66 


-NH-C(=0)- 


-NH-C(=0)- 


-(CH 2 ) 2 CH 3 


67 


-NH-C(=0)- 


-NH-CH 2 - 


-(CH 2 )2CH 3 


68 


-NH-C(=0)- 


-NH-C(=0)- 


-CH 2 CH 3 


69 


-NH-C(=0)- 


-NH-CHs- 


-CH 2 CH 3 


70 


■NH-C(=0)- 


-NH-C(=0)- 


-CHs 


71 


-NH-C(=0)- 


-NH-CH2- 


-CH 3 


72 


Br— i ^ — 


-NH-C(=0)- 


-NH-C(=0)- 


-CH 3 


73 


-NH-C(=0)- 


-NH-C(=0)- 


-CH 2 CH 3 


74 


-C(=0)-NH- 


-NH-C(=0)- 


■CH(CH 3 ) 2 


75 


-C(=0)-NH- 


■NH-CH2- 


■CH(CH 3 ) 2 


76 


F-TV 


-NH-C(=0)- 


-NH-C(=0)- 


-CH(CH 3 ) 2 


77 


■NH-C(=0)- 


-NH-CH2- 


-CH(CH 3 ) 2 


78 


-C(=0)-NH- 


-NH-C(=0)- 


-CH(CH 3 ) 2 


79 


-C(=0)-NH- 


-NH-CH2- 


-CH(CH 3 ) 2 


80 


Me— C * — 


-NH-C(=0)- 


■NH-C(=0)- 


-CH 2 CH 3 


81 




■NH-C(=0)- 


-NH-CH2- 


-CH(CH 3 ) 2 


82 


MeO-C"^— 


-NH-C(=0)- 


-NH-C(=0)- 


-CH(CH 3 ) 2 


83 


-NH-C(=0)- 


-NH-CH2- 


-CH(CH 3 ) 2 


84 


c\-C = }— 


-NH-C(=0)- 


-NH-C(=0)- 


-CH(CH 3 ) 2 


85 


-NH-C(=0)- 


-NH-CH2- 


-CH(CH 3 ) 2 


86 


.S 

CI-< />— 


-NH-C(=0)- 


-NH-C(=0)- 


■CH(CH 3 ) 2 


87 


-NH-C(=0)- 


-NH-CH2- 


-CH(CH 3 ) 2 


88 


-C(=0)-NH- 


-NH-C(=0)- 


-CH(CH 3 ) 2 


89 


-C(=0)-NH- 


-NH-CH2- 


-CH(CH 3 ) 2 
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6 cm%) 



90 




-NH-C(=0)- 


■NH-CH2- 


-CH(CH 3 ) 2 


91 


-C(=0)-NH- 


-NH-CH2- 


-CH(CH 3 ) 2 


92 




-NH-C(=C»- 


-NH-CH2- 


-CH(CHs)2 


93 


-C(=0)-NH- 


-NH-CH2- 


-CH(CH 3 )2 


94 




-NH-C(=0)- 


-NH-CH2- 


-CH(CH 3 ) 2 


95 


-C(=0)-NH- 


-NH-CH2- 


-CH(CH 3 ) 2 


96 


p- 

Me 


-NH-C(=0)- 


-NH-CH2- 


-CH(CH 3 ) 2 


97 


-C(=0)-NH- 


-NH-CH2- 


-CH(CH 3 ) 2 


98 


FH 2 C-0-Q^ 


-NH-C(=0)- 


-NH-CH2- 


-CH(CH 3 ) 2 


99 


-C(=0)-NH- 


-NH-CH2- 


-CH(CH 8 ) 2 


100 


F 2 HC-0-Q- 


-NH-C(=0)- 


-NH-CH2- 


-CH(CH 3 ) 2 


101 


-C(=0)-NH- 


-NH-CH2- 


-CH(CH 3 ) 2 


102 


F 


-NH-C(=0)- 


-NH-CH2- 


-CH(CH 3 ) 2 


103 


-C(=0)-NH- 


-NH-CH2- 


-CH(CH 3 ) 2 


104 


ci-<r^— 

N-N 


-NH-C(=0)- 


-NH-C(=0)- 


-CH(CH 3 ) 2 


105 


-NH-C(=0)- 


-NH-CH2- 


-CH(CH 3 ) 2 


106 


\j\ — yjj in xx 






107 


-C(=0)-NH- 


-NH-CH2- 


-CH(CH 3 ) 2 


108 


/=N 
C\-\ />— 


-NH-C(=0)- 


■NH-C(=0)- 


-CH(CH 3 ) 2 


109 


-NH-C(=0)- 


-NH-CH2- 


-CH(CH 3 ) 2 


110 


-C(=0)-NH- 


■NH-C(=0)- 


-CH(CH 3 )2 


111 


-0(=O)-NH- 


-NH-CH2- 


-CH(CH 3 )2 


112 


.S 

C\-< />— 


-NH-C(=0)- 


-NH-C(=0)- 


-CH(CH 3 )2 


113 


-NH-C(=0)- 


-NH-CH2- 


-CH(CH 3 ) 2 


114 


-C(=0)-NH- 


-NH-C(=0)- 


-CH(CH 3 ) 2 


115 


n 


-NH-C(=0)- 


-NH-C(=0)- 


-CH(CH 3 ) 2 


116 


-NH-C(=0)- 


■NH-CH2- 


-CH(CH 3 ) 2 


117 


■C(=0)-NH- 


-NH-C(=0)- 


-CH(CH 3 ) 2 
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Br 


No. 


£©- 


-A. 


Jv 


R 


118 


ci-O— 


-NH-C(=0)- 


-C(=0)-NH- 


-CH(CH 3 ) 2 


119 


■NH-C(=0)- 


-CH2-NH- 


-CH(CH 3 ) 2 


120 


-C(=0)-NH- 


-C(=0)-NH- 


-CH(CH 3 )2 


121 


-C(=0)-NH- 


-NH-C(=0)- 


-CH(CH 3 )2 


122 


-C(=0)-NH- 


■NH-CH2- 


-CH(CH 3 ) 2 


123 


-C(=0)-NH- 


■CH2-NH- 


-CH(CH 3 ) 2 


124 


-NH-C(=0)- 


-NH-C(=0)- 


-(CH 2 )2CH 3 


125 


-NH-C(=0)- 


-NH-CH2- 


-(CH 2 )2CH 3 


126 


-NH-C(=0)- 


-NH-C(=0)- 


-CH2CH3 


127 


-NH-C(=0)- 


-NH-CH 2 - 


-CH2CH3 


128 


-NH-C(=0)- 


-NH-C(=0)- 


-CH 3 


129 


-NH-C(=0)- 


■NH-CH2- 


-CH 3 


130 


Br- \^ — 


-NH-C(=0)- 


-NH-CH2- 


-CH(CH 3 ) 2 


131 


-NH-C(=0)- 


-NH-C(=0)- 


-CH(CH 3 ) 2 


132 


-C(=0)-NH- 


-NH-C(=0)- 


-CH(CH 3 ) 2 


133 


-C(=0)-NH- 


-NH-CH2- 


-CH(CH 3 ) 2 


134 




-NH-C(=0)- 


-NH-C(=0)- 


■CH(CH 3 ) 2 


135 


-NH-C(=0)- 


-NH-CH2- 


-CH(CH 3 ) 2 


136 


-C(=0)-NH- 


-NH-C(=0)- 


-CH(CH 3 ) 2 


137 


-C(=0)-NH- 


-NHCH2- 


-CH(CH 3 ) 2 


138 


Me-C"^— 


-NH-C(=0)- 


-NH-C(=0)- 


-CH(CH 3 ) 2 


139 


-NH-C(=0)- 


■NH-CH2- 


-GH(CH 3 ) 2 


140 


MeO-< >— 


-NH-C(=0)- 


-NH-C(=0)- 


-CH(CH 3 ) 2 


141 


-NH-C(=0)- 


-NH-CH2- 


-CH(CH 3 ) 2 


142 




-NH-C(=0)- 


-NH-C(=0)- 


-CH(CH 3 ) 2 


143 


-NH-C(=0)- 


-NH-CH2- 


-CH(CH 3 ) 2 


1 A A 

144 




-NH-C(=0)- 


-NH-C(=0)- 


-CH(CH 3 ) 2 


145 


-NH-C(=0)- 


-NH-CH2- 


-CH(CH 3 ) 2 


146 


-C(=0)-NH- 


-NH-C(=0)- 


-CH(CH 3 ) 2 


147 


-C(=0)-NH- 


-NH-CH2- 


-CH(CH 3 ) 2 
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7 (ffig) 



1 /| o 

148 


- c, -0- 


-NH-C(=0)- 


-NH-CH 2 - 


-CH(CH 3 ) 2 


1 a n 




-C(=0)-NH- 


-NH-CH2- 


-CH(CH 3 ) 2 


1 rrn 

1 o(J 


■ K>- 


-NH-C(=0)- 


-NH-CH2- 


-CH(CH 3 ) 2 


1 C 1 

151 




-C(=0)-NH- 


-NH-CH2- 


-CH(CH 3 ) 2 


152 


MeO-<^ ft — 


■NH-C(=0)- 


IN XI VjX12 


-CHvCJtla)2 


153 




-C(=0)-NH- 


IN XI v^X12 


U±ivL/xi3,>2 


154 


/=\ 
Me 


■NH-nf=OV 


IN XI *_vXl2 


■CH(CH 3 )2 


155 


\TTT 

-C(=0)-NH- 


■NH-CH2- 


-CH(CH 3 ) 2 


156 


fh 2 c-ohQ- 


-NH-C(=0)- 


-NH-CH2- 


-CH(CH 3 ) 2 


15 / 


-C(=0)-NH- 


-NH-CH2- 


-CH(CH 3 ) 2 


158 


f 2 hc-ohQk- 


-NTT-f!(=OV 

jl \ xx — / 


INxl U±l2 


-CH(CH3)2 


159 


"C(=0)-NH- 


x\Xi OXl2 




160 


F 


-NH-C(=0)- 




OH(,Uri3j2 


161 


"C1=0)"NH" 


-NH-CH2- 


-CH(CH3) 2 


162 


N-N 


INxi U) 


TV TTT 

-NH-C(=0)- 


-CH(CH 3 ) 2 


163 


-NH-C(=0)- 


-NH-CH2- 




164 


-C(=0)-NH- 


-NH-C(=0)- 


-CH(CH 3 ) 2 


165 


-C(=0)-NH- 


■NH-CH2- 


-CH(CH 3 ) 2 


166 


/=N 


-NH-C(=0)- 


-NH-C(=0)- 


-CH(CH 3 ) 2 


167 


■NH-G(=0)- 


-NH-CH2- 


■CH(CH 3 ) 2 


168 


-C(=0)-NH- 


-NH-C(=0)- 


•CH(CH 3 ) 2 


169 


■C(=0)-NH- 


-NH-CH2- 


-CH(CH 3 ) 2 


170 




-NH-C(=0)- 


-NH-C(=0)- 


-CH(CH 3 ) 2 


171 


-NH-C(=0)- 

X^IXX V_' \ \-S / 






172 




y^\—\J) iNji 


JNxl -L/\=(J)- 


-CH(CH 3 ) 2 


173 




-NH-C(=0)- 


-NH-C(=0)- 


■CH(CH 3 ) 2 


174 




-NH-C(=0)- 


-NH-CH2- 


-CH(CH 3 ) 2 


175 




-C(=0)-NH- 


•NH-C(=0)- 


■CH(CH 3 ) 2 



47 



WO 02/42270 PCT/JP01/10176 



8 





Y z 


No. 




X 1 


X 2 


Y 


Z 


176 


~, / = \ 

CI— \ />— 


-NH-C(=0)- 


-NH-C(=0)- 


CN 


H 


177 


-NH-C(=0)- 


■NH-CH2- 


CN 


H 


178 


-C(=0)-NH- 


-NH-C(=0)- ! 


CN 


H 


179 


-C(=0)-NH- 


-NH-CH2" 


CN 


H 


180 


MeO-^^> — 


-NH-C(=0)- 


-NH-CH2- 


CN 


H 


181 


-C(=0)-NH- 


-NH-CH2- 


CN 


H 


182 


/ = \ 
CI— ^ /> — 


-NH-C(=0)- 


-NH-C(=0)- 


Me 


H 


183 


-NH-C(=0)- 


-NH-CH2- 


Me 


H 


184 


-C(=0)-NH- 


-NB>C(=0)- 


Me 


H 


185 


-C(=0)-NH- 


-NH-CH2- 


Me 


H 


186 




-NH-C(=0)- 


-NH-CH 2 - 


Me 


H 


187 


-C(=0)-NH- 


-NH-CH2- 


Me 


H 


188 


CI-4 />— 


-NH-C(=0)- 


-NH-C(=0)- 

JL 1 JL JL V — / \ / 


H 


Me 


189 


-NH-C(=0)- 


-NH-CH2- 

JL ^1 JL JL VyX Jt^ 


H 


Me 


190 


-C(=0)-NH- 


-NH-C(=0)- 

X^IXX \ V-'/ 


H 


Me 


191 


-C(=0)"NH- 


-NH CH2- 


H 


Me 


192 


MeO-Q^ 


■NH-C(=0)- 


-NH-CH2- 

X ^1 XX VJLXi 


H 


Me 


193 


-C(=0)-NH- 


-NH-CH2- 

JL ^1 JL JL > — / JL JL/j 


H 


Me 


194 


~, / = \ 
CI— ^ /)— 


-NH-C(=0)- 

JL T. JL JL \ V-^ / 


-NH-C(=0)- 

JL ^1 JL JL Y~-/ \ / 


-OMe 


H 


195 


-NH-C(=0)" 


-NH-CH2" 

JL ^ JL JL V_/JLJU/Sf 


-OMe 


H 


196 


-C(=0)-NH- 


-NH-C(=0)- 


-OMe 


H 


197 


-C(=0)-NH- 


-NH-CH2- 


-OMe 


H 


198 


Me °-0- 


-NH-C(=0)- 


-NH-CH2" 


-OMe 


H 


199 


-C(=0)-NH- 


-NH-CH2- 


-OMe 


H 


200 


ci-O— 


-NH-C(=0)- 


-NH-C(=0)- 


CF3 


H 


201 


-NH-C(=0)- 


-NH-CH2- 


CF 3 


H 


202 


-C(=0)-NH- 


-NH-C(=0)- 


CF 3 


H 


203 


-C(=0)-NH- 


-NH-CH2- 


CF 3 


H 


204 




-NH-C(=0)- 


-NH-CH2- 


CFs 


H 


205 


-C(=0)-NH- 


-NH-CH2- 


CFs 


H 
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8 



206 


pi / \ 


-NH-C(=0)- 


-NH-C(=0)- 


OCFs 


H 


207 


-NH-C(=0)- . 


-NH-CH2- 


OCF 3 


H 


208 


-C(=0)-NH- 


-NH-C(=0)- 


OCFs 


H 


209 


-C(=0)-NH- 


-NH-CH2- 


OCFs 


H 


210 


MeO-^~^ — 


-NH-C(=0)- 


-NH-CH2- 


OCFs 


H 


211 


-C(=0)-NH- 


-NH-CH2- 


OCFs 


H 


212 


C\-CY- 


-NH-C(=0)- 


-NH-C(=0)- 


NHS0 2 Me 


H 


213 


-NH-C(=0)- 


-NH-CH2- 


NHS0 2 Me 


H 


214 


-C(=0)-NH- 


-NH-C(=0)- 


NHS0 2 Me 


H 


215 


-C(=0)-NH- 


-NH-CH2- 


NHS0 2 Me 


H 


216 


MeO-^~~^> — 


-NH-C(=0)- 


-NH-CH2- 


NHS0 2 Me 


H 


217 


-C(=0)-NH- 


-NH-CH2- 


NHS0 2 Me 


H 


218 


pi— / \_ 


-NH-C(=0)- 


-NH-C(=0)- 


NHCOMe 


H 


219 


-NH-C(=0)- 


-NH-CH2- 


NHCOMe 


H 


220 


-C(=0)-NH- 


-NH-C(=0)- 


NHCOMe 


H 


221 


-C(=0)-NH- 


-NH-CH2- 


NHCOMe 


H 


222 


MeQ-^~^> — 


-NH-C(=0)- 


-NH-CH2- 


NHCOMe 


H 


223 


-C(=0)-NH- 


-NH-CH2- 


NHCOMe 


H 


224 


Pi — / \ — 


-NH-C(=0)- 


-NH-C(=0)- 


C(=0)Me 


H 


225 


-NH-C(=0)- 


-NH-CH2- 


C(=0)Me 


H 


226 


-C(=0)-NH- 


-NH-C(=0)- 


C(=0)Me 


H 


227 


-C(=0)-NH- 


-NH-CH2- 


C(=0)Me 


H 


228 


MeO~^~^ — 


-NH-C(=0)- 


-NH-CH2- 


C(=0)Me 


H 


229 


-C(=0)-NH- 


-NH-CH2- 


C(=0)Me 


H 


230 


pi — / \_ 


-NH-C(=0)- 


-NH-C(=0)- 


COOMe 


H 


231 


-NH-C(=0)- 


-NH-CH2- 


COOMe 


H 


232 


-C(=0)-NH- 


-NH-C(=0)- 


COOMe 


H 


233 


-C(=0)-NH- 


-NH-CH2- 


COOMe 


H 


234 


MeO-^~^ — 


-NH-C(=0)- 


-NH-CH2- 


COOMe 


H 


235 


-C(=0)-NH- 


-NH-CH2- 


COOMe 


H 


236 


ci~0~" 


-NH-C(=0)- 


-NH-C(=0)- 


CONH2 


H 


237 


-NH-C(=0)- 


-NH-CH2- 


CONH2 


H 


238 


N 


-NH-C(=0)- 


-NH-C(=0)- 


SMe 


H 


239 


-NH-C(=0)- 


-NH-CH2- 


SMe 


H 


240 


o\-C\- 


-NH-C(=0)- 


-NHC(=0)- 


I 


H 


241 


-NH-C(=0)- 


-NH-CH2- 


I 


H 
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SI 9 



Br JLoH 

HOOC^T^OH 
OH 


O 

Cl JLoH 

H00C*S^OH 
OH 


O 

Br I .OH 

HOOC^^OH 
OH 


O 

Jl.CH 
OH 


C 1 S0 3 H 


Sr Yx>pc. 
A™ 

HOOC^V^OH 
OH 


o ^\ V ^. 

HOOC^V^OH 
OH 


H V^O ^,' N " 
BrJ^OH 

HOOcS^OH 
OH 


H l/^O w~ 
cl oV H 

H00C*Sr*OH 
OH 


HOOC^Y^OH 
OH 


h 0 k_-/ N 

jcc™ 

H00C^r"OH 
OH 


9 

JLoH 

HOOcS^OH 
OH 


F 

HOOCS^OH 
OH 


1^1 in 

sir 

HOOCV^OH 
OH 


Br Yl $ H ? n 

HOOCTV^OH 
OH 


O 

HOOC^V^OH 
OH 


H l^o k^ N " 

HOOC^V^OH 
OH 


H K^O k_/ 

HOOC^V^OH 
OH 


H V ? ^ 
C, o\0H 

H00C*S^OH 
OH 


H V^o 0 N ~ 
Br -Loh 

HOOC'S^OH 
OH 


H V ? ^ 

H00C*S^OH 
OH 
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9 (MS) 



ci V 

Br JL OH 

HOOC^S^OH 
OH 


H V^o 

B 5 I 

H00cH"^OH 
OH 


H V^O >W N ~ 
Br 1 .OH 

HOOC^V^OH 
OH 


0 

hooc"St > oh 

OH 


HOOC^S^OH 
OH 


H00C*S^OH 
OH 


HOOC^r^oH 

OH 


0 

C 1 ^ji. 

"° o\ OH 

HOOcS^OH 
OH 


ClJLoH 

HOOC^r^OH 
OH 


BrJLoH 

H00C*Sr*oH 

OH 


0 

NC I %0 H 

HOOcS^OH 
OH 


0 

Cl O HN'V^i 

hooc*St*oh 

OH 


BrJLoH 

H00C*St*oh 

OH 


n [ 11 

HOOCS^OH 
OH 


ci 

Br rt OH 

H00C*S^OH 
OH 


HOOC^V^OH 
OH 


CI I OH 

HOOCS^OH 
OH 


ClJLoH 

HOOC^r^OH 
OH 


p i 11 

Uv i^ ohnV^ 

Br S I H 

HOOcS^OH 
OH 


H00C*S^OH 
OH 


^^f^r\ H HN"~ N V^ 

0 U^o • 

O-LoH 

HOOCS^OH 
OH 
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R 




R' 



0 



(I) 



X 1 :-C (=0) -N R 5 -, -NR 5 -C (=0) -CH 2 -NR 5 -, Xli-N R 5 -C H 2 -, 
X 2 : -C (=0) -N R 6 -* -N R 6 -C (=0) -CH 2 -N R 6 -, 3?J£-N R 6 -CH 2 -, 

^yw^xmm^nx^x'b^mmyj^^^. 

r\ j&ztR 3 : m— xitrntz^Xs 7mm.=F. /\n?>m.*. cn, -nh-so 2 - 

iS.mTJ\s*JW -NH-CO-flliJJl'+Jk -CO-ilR7;Wk -C 0-{g^T;U=l 

-co-nh 2( /\n?>1£=?-xW&£ftXi\X s b£kiMm&7J\'*JW /\n<f> 

w^xwmznx^xib&w&mTj^iris, xii-s-fii7;i/+jk 

R A :7mi£=F. -S0 3 H, XliH^S. 

Ail : ^>-£>Jl v 3?J£N, S, ^tKO^e/cK^llctUilJR^tl^ 1 SX(i2ffiJU 
±<D'\^PJIi^£: 1 ~ 4 {@#Wt3 5 X(i 6 a^Plf, 

BJf: RWkHtJU^v Xli-S0 3 H©it, SJRIS^ R 7 XW&£tl1t tf^ U 5> 



R\ RtfR 6 : |5]— Xte^&oT* 7K*^, X(i«*7,Mr;k 




R' 
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{MU X 2 #-NR 6 -C (=0) -jfr:DR 4 #7k&JSC^(0i§£\ AII(i v N, S, TkZ$ 

o^e^^ifcfcys^^n-s 1 exH:2aja±(0'V7 : -njjii : F-£ 1 ~4j@#w^-3 5 
3U£ 6 m.^nm%mm-f&) 

2. R 4 *J**fli^ -SO3H, ^^;U*P>^gT&£ff^tf>§gffl1 tmo 

3 . r 4 &7mm*xfoz>mm<Dmm 1 K«<zHb^#ixtt-e<0ifi. 

4. X 1 #*-C (=0) -NRS Xli-NR 5 -C (=0) -T'^y, X 2 ^-NR 6 -C 

(=0 x(*-n r 6 -c h 2 -T*&&m&<Dmm 1 fEWtofc^xii^jgo 

6. 4' -^P^E-2' - [ (5-^PP-2-tf'J^U) ^^/tt-fJW - 
6 ' - j8 - D -ttz><7 V J 1 — f VZfU tf )V\f. ^'J v>- 4 

^TH+lf-'J 2' - (2-7th7$ H-2— T^^+^-jS-D-^Uzilf^ 
./ -4' -^-6' - [ (5 -£PP- 2 - tf'J vJU) ^IJUA^E 

-OH - 1 — rv^'Ptf;i/tr^U> ? >-4-^;i/7K+t>-z:ij K 4' -ynt- 

2' - [ (5-^PP-2-e'JyW -h)VJ%^)V\ - 6' — j8 - D — ^>»U=I tf 

7^>M+y-1 -'f y^p tf;ut°^u v>- 4 U K» 5-^P 

P-3 - [ (5 -^PP- 2 - fcfUvMI/) tUWX^JU] - 2- [ (1--fyyp 

tMUf^u v>-4 -^;utK-;u) 7$/] /? - D-^om t°^y -> K£ 

U-yt> T~>yF. 5-^^-3 - [ ( 5 -5 P P - 2 - t° U ^JUA^E 

-r;u] -2- [ (i -- f v^ , ptr;nf^u^>-4-*;U7K=;u) 75/] 7i- 

i8 - D-^VU=I If ^7 v F£P — y£ 75>yKv 4' -^PP-2' - [ (5 
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